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DECLARATION OF PROF. Alik Honigman UNDER 37 C.F.R. § 1.132 

I, Alik Honigman (Ph.D.), hereby declare as follows: 

1 . I am currently employed as a faculty member at the virology 
department of the Hebrew University-Hadassah Medical School, Jerusalem, Israel. A 
true and correct copy of my Curriculum Vitae is attached to this declaration as Exhibit 
A. I am an author of 64 peer-reviewed scientific publications, of which about 33 are 
related to viral biology. I am familiar with the subject matter disclosed and claimed in 
U.S. Patent Application No. 10/536,560. 

2. I have been informed and understand that the last Office Action issued 
in this application was dated September 26, 2007 and that the Examiner of this 
application is of the view and stated in the Office Action that the subject matter 
claimed in this application is considered unpatentable as obvious over Moss et al, 
Current Biology 12:R138-R140 (2002), in view of Yu et al, J. of Virology 73:3638- 
3648 (1999) and Konings et al, J. of Virology 66:632-640 (1992) as well as Grad et 
al, Molecular Cell 11:1253-1263 (2003) and Lagos-Quintana et al, Science 294:853- 
858 (2001) in view of Konings et al I make this declaration to provide facts that I 
believe are probative of the issues raised by the rejection. 

3. The subject matter of this application relates to viral miRNA-related 
nucleic acids. At the time of invention of this application, miRNAs were known to be 
processed from hairpin structures. In addition, computational methods such as those 
described by Moss et al. and Grad et al. had been used to identify miRNAs by taking 
into account certain structural features of haiipin precursors. However, these 
computational methods required sequence conservation to be present with previously 
known miRNAs. All previously known miRNAs were limited to complex 
multicellular eukaryote organisms, specifically plants and animals. There are great 
phylogenic differences existing between complex multicellular eukaryotes and more 
primitive organisms, which lead to substantial sequence divergences. Due to the 
computational methods of Moss et al. and Grad et al requiring sequence conservation, 
I would have been skeptical that such methods would be able to identify miRNAs in 
more primitive organisms such as viruses. 

4. Regardless of the method used to identify miRNAs, and although 
logically, from a functional point of view, one could have thought that viruses can 
benefit from miRNA, I was skeptical that miRNAs existed in viruses. At the time, 
miRNAs were believed to be extremely rare within the very large genomes of 
complex eukaryotes. At comparable prevalence within the genome or non-coding 
sequences, miRNAs would not be present in a virus because a viral genome and viral 
non-coding sequences are on the order of 10 3 to 10 6 times smaller than the complex 
multicellular eukaryotes that were known to contain miRNAs. 



5. Yu et al. found a hairpin secondary structure in the Bovine viral 
diarrhea virus (BVDV) genome. Despite such a secondary structure, I would have 
been skeptical that viruses contain miRNAs. Many secondary hairpin structures were 
known to exist in viruses, however, each of these structures act in cis -related 
regulation (e.g., translation, initiation, IRES, and PKR inhibition) rather than trans- 
related regulation, such as a miRNA. For these reasons, I would have been skeptical 
that viruses contain miRNAs. 

6. In summary, miRNAs known prior to the invention of this application 
were limited to complex multicellular eukaryotes. There had been no indication that 
miRNAs existed in more primitive organisms, such as yeast, bacteria, archibacteria or 
viruses. In fact, in an estimation of the number of miRNAs in the human genome by 
one of the leaders in the miRNA field, Lim et al, Science 299:1540 (2003) states the 
belief that miRNAs do not exist in more simple organisms such as yeast. Thus, at the 
filing date of this application, it was believed in the field that miRNAs did not exist in 
viruses. 

7. Pfeffer et al. Science 304:734-736 (2004), which was published well 
after the invention of this application, reports the first public discovery of viral 
miRNAs. Pfeffer et al. was clearly regarded as a significant advance by the scientific 
community as shown by being published in Science and by also meriting a comment 
in Editor's Choice of Science. The editorial comment in Science brings attention to 
the discovery of miRNAs in the "fourth domain of life," indicating that this was 
recognized as a ground breaking achievement. 

8. In accordance with my experience in this field and my knowledge of 
the state of the art at the time the invention of this application was made, it is clear 
that the inventors broke with the established teachings in the field to identify miRNAs 
in simple organisms using computational approaches not requiring sequence 
conservation. I regard this as a significant advance in the field. 

9. I further declare that all statements made herein of my own knowledge 
are true and that all statements made on information and belief are believed to be true; 
and further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, 
under Section 1001 of Title 18 of the United States Code, and that such willful false 
statements may jeopardize the validity of the above-referenced application or any 
patent issuing thereon. 

Dated_02/26/08~ By Prof Alik Honigman 
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Prof. ALIK HONIGMAN 
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1959-1962: Military service 



Academic position: Full Professor 



Education 



1967, B.Sc, The Hebrew University of Jerusalem, Israel. Faculty of Science. Main 
Subject: Microbiology and Genetics. 

1969, M.Sc, The Hebrew University-Hadassah Medical School, Jerusalem, Israel. 
Dept. Chemical Microbiology. 

Thesis: "Genetic control of the life cycle of Bacteriophage PI" 



1970-1975, Ph.D. student, Assistant and Instructor at the, Dept. of Molecular 
Genetics. The Hebrew University-Hadassah Medical School, Jerusalem, 
Israel. 

Thesis: "Genetics and Biochemical Studies of the early 
Regulation of Bacteriophage lambda". 

1975-1977 McArdle Laboratory for Cancer Research, University Of Wisconsin, 
Madison, WI - Research Associate in Prof. Szybalski's laboratory. 



Positions held 



2006 - now Chairman of Planning and Development of the Faculty of medicine of 
the Hebrew University, Jerusalem 

2004- now The Lady Davis Chair in Experimental Medicine and Cancer 
Research. 



2003- now Member in the academic council of the David Yelin College 

for education in Jerusalem. 

2000-now Chairman of the Interdepartmental Equipment Unit of the Faculty of 
Medicine, the Hebrew University, Jerusalem, Israel. 

1996- 2000 Dean Assistant for Public Relations, The HU Faculty of Medicine. 

1966- now Chairman of the scientific advisory board of Promega Biotechnology 
Corporation. 

1995- now Dept. of Virology, The faculty of Medicine, The Hebrew 

University, Jerusalem. 



1994-1995 Promega Corp. and the University of Wisconsin, Visiting Professor of 
Molecular Virology 



1992- 1997 Institute of Microbiology - Head of Curriculum Committee 



1990-1995 Head of Department of Molecular Genetics, The Hebrew University- 
Hadassah Medical School, Jerusalem. 



1992-1995 Dept. of Molecular Genetics, Hebrew University- Hadassah Medical 
School, Associate Professor 



1983-1992 Dept. of Molecular Genetics, Hebrew University- Hadassah Medical 
School, Senior Lecturer 



1984-1985 NIH, NCI-FCRF, Fredrick, Maryland, Visiting Scientist. 



1977-1982 Dept. of Molecular Genetics, Hebrew University- Hadassah Medical 
School, Lecturer 
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Aids A global Phenomenon (1998) Editors: Morag, A and Honigman, A, The 
Hebrew University of Jerusalem, Akademon, Student Union press. 
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crystallization of the HIV-1 reverse transcriptase (RT). Aids Research and 
Human Retroviruses 6:1297-1303. 

33. Honigman, A., D. Wolf, S. Yaish, H. Falk and A. Panet (1991).cis-acting RNA 
sequences control the gag-pol translation readthrough in murine leukemia virus. 
Virol. 183:313-319. 

34. Israel, S. and A. Honigman (1991). A bioluminescence assay for gene expression 
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